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DETAILED ACTION 

This application is a divisional of application 08/781,772, filed January 10, 1997, now 
abandoned. 

Applicants' amendment filed February 10, 2004, has been received and entered. Claims 
160 and 168 have been amended. Claims 174 and 175 have been added. Claims 89-175 are 
pending and currently under examination. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming 
the subject matter which the applicant regards as his invention. 

Claims 160 and 168 rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention because it recited the trademark term 'Albumax^' is withdrawn . 

Amendments to the claims to delete the trademarked term and insert a more general 
description has obviated the basis of the rejection (also see Applicants' amendment, page 24, 
Section III). 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 89-103, 105-111, 117-127, 129, 131, 133, 135, 137,139, 141, 143, 145, 147, 151, 
153, 157-159, 161-164, 166, 167, 169-172 stand rejected and newly added claim 174 is rejected 
under 35 U.S.C. 102(b) as being anticipated by Ponting (US Patent 5,405,772). 

Applicants summarize the requirements for anticipation under 35 USC 102 citing In re 
Donohue in support of their summary. Summarizing the instant invention as a serum-free 
eukaryotic cell culture medium supplement Applicants argue that Ponting does not anticipate the 
claimed invention because he teaches a "complete media'\ thus does not teach every element of 
the claim. See Applicants' amendment, bottom of page 24, Section IV. Applicants' arguments 
have been fully considered, but not found persuasive. 

As noted in the previous office action the broad independent claims encompass a product 
comprising a basal cell culture medium and a serum-free eukaryotic culture medium supplement, 
use thereof in methods to culture embryonic stem cells, and compositions comprising the 
embryonic stem cell and the basal cell culture medium with a serum-free eukaryotic culture 
medium. To this end. Examiner agrees with Applicants general summary of the claimed 
invention. However, Examiner does not agree that this is in contrast to the teaching of Ponting. 
As in the present disclosure, Ponting defines the use of serum as a recognized problem in the art 
(see for example column 1, lines 25-32). Examiner would agree that the teaching of Ponting 
provides conditions for a "complete" media, however this is in the same context as presented in 
the present disclosure. Specifically, Ponting provides guidance for the specific elements to be 
added to standard or basal medium in lieu of serum. Even the instant specification defines the 
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present invention as providing "a substitute for the serum component of a complete medium" 
(page 15, lines 6-7, emphasis added). Applicants' arguments that the instant invention is 
different from that disclosed by Pouting is not found persuasive because both disclosures provide 
guidance for the addition of specific elements to substitute for absence of serum in a medium. 

As noted in previous office action, Pouting teaches a medium for long term proliferation 
and development of cells. Beyond basal media commercially available, Pouting provides 
guidance for obtaining serum free media (starting at column 14, line 57) and teach the specific 
components and preferred ranges thereof to include in the media (see for example Table in 
columns 12 and 13). More specifically, Pouting teaches that the media can contain albumin (e.g. 
human or bovine), transferrin (e.g. human or bovine), growth factors, vitamins, antioxidants, 
insulin and various trace elements (see columns 9-10, tables and reduction to practice in working 
examples). Pouting teaches that the media disclosed can be used to culture a variety of cell types 
including embryonic stem cells (column 8, lines 13-15) including specific reference to known 
mouse embryonic stem cell lines. Further, Pouting teaches that general culturing methods 
known in the art can be used to culture a particular cell type, such as providing a feeder cell layer 
(column 8, lines 30-37). Finally, Pouting teaches that the cultured cells can be used in a variety 
of methods including in the production of proteins in culture (column 16, lines 21-31 and 45-64) 
and methods of differentiation (see column 8, lines 32-42, lines 61-69 and working examples). 
Applicants do not argue that any of these specific teachings or elements added to the basic 
medium by Pouting are different from that disclosed in the instant specification, only that the 
medium taught by Pouting is complete medium. This argument is not found persuasive because 
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both Ponting and the instant specification and claimed invention provide guidance to make a 
complete medium. 

Therefore, for the reasons above and of record, the rejection is maintained . 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 89-173 and newly added claims 174 and 175 are rejected under 35 U.S.C. 103(a) 
as obvious over Ponting (US Patent 5,405,772) and Gibco BRL Products and Reference Guide 
((1997) Chapters 5 and 8). 

Applicants' summarize the requirements for establishing a prima facie case of 
obviousness citing In re Royka, In re Glaug, In re Rijckaert, In re Rouffet and In re Dembiczak in 
support of their summary (page 25) and argue that Ponting does not provide the elements recited 
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in the claims, nor if the elements exist as asserted by Examiner, any clear and particular 
motivation to combine them with the teachings of Ponting. See Applicants' amendment, bottom 
of pages 25-26, Section IV. Applicants' arguments have been fully considered as they apply to 
the new rejection. 

The claims at issue are drawn to the addition of specific forms of albumin and transferrin, 
for example iron-saturated transferrin or lipid poor and recombinant albumin, as well as specific 
growth factors necessary for maintaining mouse embryonic stem cells in an undifferentiated 
state, such as the use of LIF. Additionally, the claims indicates that the media composition can 
be in a frozen state preparations. As argued above the invention disclosed by Ponting is to 
provide a completely defined media and teaches that the disclosed media can be used for variety 
of cell types and that the defined media 'makes possible the precise determination of the effect of 
a known molecule" Column 7, lines 44-50). Further, Ponting teaches that in determining the 
effective amount of any of the constituent components experimentation by methods known to a 
cell culturist would have to be done (bridging columns 8-9 and generally supported by the 
working examples). Finally, Ponting teaches that specific conditions for cuUuring a particular 
cell type would have to be adapted by substituting the serum-supplement to the methods and 
materials known in the art that would have been used for any particular cell type (starting in 
column 15, section E). As argued above, the teachings of Ponting anticipate claims 89-103, 
105-111, 117-127, 129, 131, 133, 135, 137,139, 141, 143, 145, 147, 151, 153, 157-159, 161-164, 
166, 167, 169-172 and 174. 

Turning to the remaining claims, with respect to claims requiring that the composition be 
frozen (claim 104), Ponting specifically provides guidance on preserving the medium to reduce 
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damage from repeated freeze thaw (column 14, lines 60-62). Thus, while Ponting does not 
specifically teach to freeze the compositions, clearly this is a process commonly known in the art 
for preserving medium and makes obvious freezing the compositions for storage purposes and 
there is a reasonable expectation of success that such medium compositions can be frozen and 
successfully thawed for later use. 

With respect to the specific compounds to be added to the media such as LIF, SF, lipid- 
poor albumin, iron-saturated transferring, it is noted that these elements were commercially 
available at the time of filing (for example page 15 of the instant specification). As a further 
demonstration that these elements exist and were used as cell culture agents, the Gibco BRL 
Products and Reference Guide is now cited as a secondary reference in the basis of the rejection. 
Examiner acknowledges that Ponting does not specifically teach to use such factors as LIF, iron- 
saturated transferrin or lipid poor and recombinant albumin, these factors were readily available 
at the time of filing and used in cell culturing. 

In traverse of the prior rejection Applicants argue even if these elements were commonly 
known in the art, that there is no specific motivation to modify Ponting. This argument is not 
persuasive because beyond the design choice and optimization each of these components may 
offer in the culturing of cells there is specific motivation for particular elements as that would be 
known and would be required by one of skill in the art. For example, at the time of filing it was 
well known that mouse embryonic stem cells required LIF in the culture media to efficiently 
maintain their undifferentiated state during culturing, therefore, it would be obvious to include 
this factor in the propagation of embryonic stem cells. Further, if the mouse ES cells were to be 
used in methods of differentiation or if the culture was human embryonic stem cells which were 
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known not to be responsive to the presence or absence of LIF, this factor would be excluded 
from the media. Similarly, the source of albumin or transferring could be used based on the 
species of stem cell being cultured to provide maximum activity of the factor in the media. 
While the specification does not provide any specific teaching for use of any one of the 
components in any specific circumstance, the skilled artisan would be motivated to use each of 
these specific elements in the media in order to optimize the growth and culturing conditions for 
any given method. 

As noted above, the teaching of Ponting anticipates the specific embodiments 
encompassed by claims 89-103, 105-111, 117-127, 129, 131, 133, 135, 137,139, 141, 143, 145, 
147, 151, 153, 157-159, 161-164, 166, 167, 169-172, and though Ponting does not specifically 
disclose the specific components hsted in the remaining claims, the use of these components 
would be obvious because they are factors commonly used in cell culture. Further, Ponting 
teaches that the media should be as defined as possible and optimized for a given cell type, 
therefore one would be motivated to use and test the various forms of these components for their 
specific affects on the cells in culture. For example lipid-poor albumin provides a more defined 
source of albumin, lacking lipids that could affect the cells. Moreover, Ponting teaches that the 
components can be natural or synthetic (column 11, lines 65-68), wherein a synthetic component 
would represent a more defined molecule firee from potential contaminants that may be present in 
naturally isolated purees. The level of knowledge and skill in the art for culturing cells is high, 
and there would be a reasonable motivation and expectation of success to use specific 
components from various sources as generally taught by Ponting to provide for a more defined 
and optimized media. Upon review of the present specification, there is no specific teaching 
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that any one of the components recited or encompassed by the instant claims provides any 
unexpected affect on the cultured cells that would not have been readily known in the art, such as 
the use of LIF or feeder cells to maintain embryonic stem cells in culture. 

Thus, for the reasons above, the claimed invention as a whole was clearly prima facie 
obvious. 

The prior art made of record and not relied upon is considered pertinent to apphcant's 
disclosure. 

Atsumi et al Develop. Growth & Differ. 35(l):81-87 (1993) provides further evidence 
that at the time of filing and issuance of Pouting serum-free conditions for culturing embryonic 
stem cells were known and used. Atsumi et aL teach to use as a serum supplement serum- free 
media that are obtained as a conditioned media. Using such media Atsumi et al. were able to 
define specific factors supplied by the feeder cells in order to make a complete serum- free media. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Woitach whose telephone number is (571) 272-0739. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Reynolds, can be reached at (571) 272-0734. 
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Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group analyst Dianiece Jacobs whose telephone number is (571) 272-0532. 

Joseph T. Woitach 




